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REMARKS 

Claims 12 and 14 have been amended to reflect the proper identifier after its claim 
number. It is respectfully requested that these claims 12 and 14 be considered a part of the 
preliminary amendment filed June 30, 2005. For the Examiner's convenience attached is a 
courtesy copy of all of the claims filed in the preliminary amendment. 

CONCLUSION 

Applicant respectfully submits that the instant application is in good and proper order for 
allowance and early notification to this effect is solicited. No fees are believed to be due in 
connection with the filing of this paper, however, should any fees be deemed necessary, the 
Commissioner is hereby audiorized to deduct any such fees from Deposit Account No. 501662. 
Respectfully submitted, 

POLSINELLI SHALTON WELTE SUELTHAUS PC 



Dated: August 18, 2006 By: / Teddy C. Scott, Jr.. Ph.D./ 

Teddy C. Scott, Jr., Ph.D. 
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312.819.1900 (main) 
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312.819.4083 (direct) 
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AMENDMENTS TO THE CLAIMS 

1 • (Currently Amended) A method for isolating one or more T cells that cross-react 
with a self-antigen and a foreign antigen comprising: 

(a) mcubating a sample comprising T cells with an antigen that comprises an 
epitope present in the self-antigen and the foreign antigen, and wherein 
said sample optionally comprisesone or more autoantigens; and 

(b) isolating the one or mora cross-r g ac^e T rrfk W cloning or direct 
expansion,, 

wherein the self-antigen is myelin basic protein b^^^^,,^ 
h^o^^e^W^ereot, and fQre . ^ . s heipesvirus _ 6 m4 ^ 

^rQ^enVvitfHHi^fiflleg, homolog o r dc tfratiwMfaw. 

2. (Currently Amended) The method of claim 1, wherein the self-antigen comprises 
a sequence of residues 96-102 of myelin basic protein^]] or residues 93-105 of myelin basic 

foreign antigen comprises a sequence of residues 4-10 of human herpesvirus-6 U24, residues 1- 
13 of human herpesvirus-6 U24 H HHi4*fl g HH^^ 



3. (Currently Amended) The method of claim[[s]] 1 [[or 2]], wherein the autoantigen 
is selected from the group consisting of myelin basic protein, proteolipid protein, myelin 
oligodendrocyte glycoprotein, collagen type H peptides, heat shock protein, MAGE, PSA, 
CA125, GAD protein, and tumor associated antigen. 

4. (Currently Amended) The method of claim[[sj] 1 [[or 2J], wherein the autoantigen 
compnses an immunodominant epitope of a member selected from the group consisting of 
myelm basic protein, proteolipid protein, myelin oligodendrocyte glycoprotein, collagen type E 
peptdes, heat shock protein, MAGE, PSA, CAl 25, GAD protein, and tumor associated antigen. 

5. (Original) The method of claim 4, wherein said immimodoiriinant epitope is 
selected from the group consisting of residues 83-99 of myelin basic protein and residues 151- 
170 of myelin basic protein. 

6. (Currently Amended) ^^^fm^sol ll tm^e^r^ P i^e\M a 
^^^raB^aB ^m and n forcig a-tHrfjgeH -The method nf claim 1 . WWr 
comprising[[:]] 
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eptienftfl y nnr or more au t uimtigcns; and 
(b) selecting one or more T cells that express one or more first markers 
selected from the group consisting of CD69, CD4, CD25, CD36 and 
HLADR and one or more second markers selected from the group 
consisting of IL-2, IFNy, TNFa, IL5, IL-10 and IL-13. 

7. (Currently Amended) The method of claim 6, wherein the self-antigen comprises 
a sequence of residues 96-102 of myelin basic proteinffjj or residues 93-105 of myelin basic 
Pr0tehli -i*™ 4 **®^^ and wherein the 

foreign antigen comprises a sequence of residues 4-10 of human heipesvirus-6 U24, residues 1- 
13 °fta m her P esvims-6U24 r «H^^ 



8. (Currently Amended) The method of claim[[s]] 6 [[or 7]], wherein the 
autoantigen is selected from the group consisting of myelin basic protein, proteolipid protein 
myelin oligodendrocyte glycoprotein, collagen type E peptides, heat shock protein, MAGE, 
PSA, CA125, GAD protein, and tumor associated antigen. 

9. (Cancelled) 

10. (Cancelled) 

11. (Original) The method of claim 7, wherein the cells expressing said first and said 
second markers are selected using antibodies to said first and second markers respectively or 
optionally a bi-specific antibody which binds botii first and second markers in combination with 
an antibody which binds said second marker. 

12. (Original) The method of claim 1 1, wherein one or more of said antibodies is 
fluorescently labeled and wherein snfH T •„ g^ed by Qugrggcgnt activated ceU — r 

13. (Cancelled) 

14. (Original) The method of claim 11, wherein said first antibody is conjugated to a 
magnetic microbead and wherein said T cell is rejected bxmagnetig active cell -w^ 
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15. (Cancelled) 

1 6. (Currently Amended) A composition comprising one or more T cells that cross- 
react with a self antigen and a foreign antigen, 

wherein the self-antigen is myelin basic protein ^H^fragHH,^^ 
benwlog or dcrivn #ve-feere<rf, 

wherein the foreign antigen i, human herpesvirus-S U24 ^ft^™.^^,^^ 
hemele g or derivative t hereof, and 

and wherein the cross-reacting T cells are enriched with respect to other T cells that react 
with the self-antigen. 

17. (Currently Amended) The composition of claim 16, wherein the self-antigen 
comprises a sequence of residues 96-102 of myelin basic protein^]] or residues 93-105 of 
myehn basic protein, ^^M^^ 

wherein the foreign antigen comprises a sequence of residues 4-10 of human herpesvirus-6 U24 
rescues 1-13 of human herpesvirus-6 m^^ { r^n^r- ia nt^^ iml ^ 
derivati ve thereo f. 

18. (Currently Amended) A method for quantifying tie number of T cells in a sample 
that cross-react with an self-antigen and a foreign antigen comprising: 

(a) incubating a sample comprising T cells with an antigen that comprises an 
epitope present in the self-antigen and the foreign antigen, and wherein 
said sample optionally comprises nn* or more autoantigens; 
00 selecting one or more T cells that express one or more first markers 
selected from the group consisting of CD69, CD4, CD25, CD36 and 
HLADR and one or more second markers selected from the group 
consisting of IL-2, IFNy, TNFa, IL5, H-10 and IL-13; and 
(c) deterinining the number of T cells selected by step (b). 
wherein the self-antigen is myelin basic protein e^H^agnH!^^ 

19. (Currently Amended) A method for diagnosing an autoimmune disease in a 
patient, comprising: 



-5- 



Application Na t : TBD 
(a) 



socket No.: 05627.0008.PCUSOO 



(b) 



quantiiyln^ the nnmber of cross-rcacti™ T cells aconrdi^ in ftg 
method of claim l&mraba&ig a sampl e- derived from s aM-paW 

in- a self nnngcn - t HHi-fl.. forcign antigen, m ^epUe^BS^^mwe 
witoantigcn s f and 

comparing the number of croaa-reartivP T cells and op timally ^ 
autoreactive T cells to g control sekefe^^^r^^^ 

ma rkers selected from the proup cn n*i rtin C n f TT , *\ WSy, TNFa, IL3 
IL 10 and EL 13 . 

20. (Currently Amended) A method for monitoring an autoimmune disease in a 
patient, comprising: 

(a) quantifying the number nf rrn M B -reactive T ori\ s according tn th„ 
method of claim IS, nr, rl ineittMtt^^v^^er-iw^m-^id 

m o re - ttntonntigcn sf 
^ com P a "ag "^be r of cro.ss - rp active T eel). »M optionally ntW 
autoreactive T cells to a control selcrfm^^m^fe^ 

^€^9, C D25, CD 3 6 ^^ d^UBR^^B^fl W «e^HHieeead 
mafken aclceted frnm f W g rni,p nnm ftffag of ^ 2> ^ 
EL 10 and EL 13 . 
( c ) ^^ammg-fee-Bum bcr of T cells s ele cte d - by step (h - fe 

mi or a fragment, variant, analo g, h unmln g or derivativ e U i cgeefe 
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21 . (Currently Amended) A method for treating an autoimmune disease in a patient, 
comprising[[:]J administering the compositio n of claim 16 rn a patient in n fiK ri 
thereof! 

W i ncu ba ti n g fl ns nmplc derived froi it-fflwUp ntinT.* nn mrr i ]i n g TccI1: ^ 

a»-anSgea4 h nt comprise s an epito pe present in a sglf - a ntigen-aad-a 
foreigB-a fltigon, and opnom dlyHHHH>f- more autonntigcns f 

^ sc^Hg^efTOe^eeii^lmt express one MfeM^ 

s el e cted from -the- group consisting of CD69, GPd, CD25, CD 3 C and 
HLADR and one or more second markers selected fi om -the-gre«p 
consisting of IL 2, JFNy, TNFa, TL5, IL 10 nnd IL B i- 
te) innptivnfiTictTm T eells s e l ec te d by ntcp (b ); a nd 

W fldministcrin g^he^lls-iflaetiva ted by step ( c) to -sajd-pafemt, 

wfarea-t hc s elf antigen i innyeBftfras k protein or a fe tgmei^amatrflflateg, 
b^eg^^at ivc thereof, and whepeiu^efom^^g^^m^e^ewi^-g 
U2 4 or a fra ffmcn- ^vnrinti^ nnnln^ hnm nlog o r d er iv a ti ve t he n cu f. 

22. (Currently Amended) A method for producing the composition of claim 16 * 

rnmpniirinn f n rt lir (nul at uf a a a utoimmu ne d isease^n-a-patieat, 

comprising: 

(a) incubating a sample derived from said patient comprising T cells with an 
antigen that comprises an epitope present in a self-antigen and a foreign 
w&BFn* wherein said sampla nrtfinnniiy comprises one or more 
autoantigens; 

(b) selecting one or more T cells that express one or more first markers 
selected from the group consisting of CD69, CD4, CD25, CD36 and 
HLADR and one or more second markers selected from the group 
consisting of IL-2, IFNy, TNFa, IL5, IL-10 and IL-13; and 

(c) inactivating the T cells selected by step (b ), 

wherein the self-antigen is myelin basic protein or a fragment^ riant, analog , 
bemeleg or dcrivative-thereef, and wherein the foreign antigen is human herpesvirus-6 U24 w 
ft -frn gment, variant, anul o gj - homolog or derivative thereof . 
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23. (Currently Amended) The method of claims-Oi-er- 22 further comprising 
expanding the number of T cells selected in step (b). 

24. (Cancelled) 

25. (Currently Amended) A method for isolating a nucleic acid encoding a T cell 
receptor, or a portion thereof, wherein said T cell receptor is specific for a self-antigen and a 
foreign antigen, comprising: 



(a) isolating one or more T cells ac c ording tn th fi method of claim fi- nnH 
feeabatfflg^i-S flmpl c compri sag^eeM fi w ith rtn n nt i gcu t hat eefflprfee 
ga^gitep^pfese nt in the seIf -flB%en-and- th C f oreign antige n, 



£e) £b) amplifying the nucleic acid encoding said T cell receptor from a T cell 

isolated by step (ah) using at least one first primer specific for the variable 
region of the T cell receptor gene and a second primer specific for the 
constant region of the T cell receptor gene, 



wh^k>fe e lf^Hti^ 




F- a fragment, vnri n»Vaflfl4 og, homo l og o r d c ri v 

26. (Cancelled) 

27. (Cancelled) 
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